
Reearch

To determine the effect of
certain herbal and homeopathic
preparations on symptoms,
lymphocyte markers, and
cytotoxic function of the
lymphocytes in patients with
chronic fatigue syndrome, we
studied six outpatients
diagnosed with the disease by
their family physicians. Patients
were given herbal 'and
homeopathic preparations after
a 3-week symptom-recording
period. After treatment,
symptoms were again recorded.
Blood samples were taken
before and after treatment.
None of the values showed any
significant change after
treatment.

RESUMt
Afin de determiner les effets de
certaines plantes medicinales et
preparations homeopathiques
sur les sympt6mes, les
marqueurs des lymphocytes et
la fonction cytotoxique des
lympocytes chez les patients
atteints du syndrome de fatigue
chronique, nous avons etudie six
patients non hospitalises chez
qui leurs medecins de famille
avaient pose ce diagnostic.
Apres trois semaines de
cueillette de donnees concernant
leurs symptomes, on a distribue
aux patients des plantes
medicinales et des preparations
homeopathiques. A la fin du
traitement, on a procede a une
nouvelle cueillette de donnees
concernant les sympt6mes. Des
prelevements sanguins ont ete
effectues avant et apres le
traitement. Les valeurs
obtenues n'ont permis de
constater aucun changement
significatif apres le traitement.
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Chronic Fatigue

Syndrome
Do herbs or homeopathy help?
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(CFS), also knowvn as chroniic
Epstein-Barr syndrome,
"yuppie flu," myalgic
encephalomvelitis, and

Royal Free disease, is a poorly tinderstood
symptom complex characterized by chlroni-
ic debilitatinig fatigue, recurrenit flulike
symptoms, enlarged lyinph glands, and sev-
eral other symptoms, often with Ino labora-
tory evidence of abnormalities. l2 Diaginosis
is difficult. The disease is often cyclical,
with exacerbations and remissions, making
treatment and the evaluation of efficacy
complicated. The fatigue of CFS is so
sexere that patients are often unable to get
out of bed, often caininot work, ancd may
become xery depressed by the length of
time the condition lasts.

WVhen orthodox approaches fail to alle-
viate the condition, patients often seek
alternatixe forms of health care, including
naturopathy, homeopathy, and other "nat-
ural healings." Mlany herbal mixtures,
homeopathic remedies, immune modula-
tors, and other natural supplements have
been suggested to help the problem, but lit-
tle exidence supports their efficacy. A
recent supplement to Review.s in Infjetious
Di.5ease is entirely devoted to various aspects
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of CFS, from the possible viral etiology"'
and clinical presentation") to considerations
important for designing studies comparing
CFS patients with normal or "exposure"
controls.7

Tlnhis paper examines the effect of two
herbal preparations, a homeopathic reme-
dy, and an amino acid on the condition of
six CFS patients. The remedies for this
study were chosen as a result of enthusiastic
testimony from a patient that this combina-
tion of remedies had cured her sister
"almost immediately." The purveyor of
these remedies, a naturopathic physician,
was contacted and confirmed that, in her
experience, they were indeed powerful and
that many of her patients were responding
well in a short time.

In an attempt to document objective evi-
dence of change, a number ofimmune para-
meters were studied both before and after
treatment. Several papers have documented
evidence of immune system changes in CFS,
such as T cell dysfunction,8'" functional defi-
ciency of natural killer (NK) cells,"''' a
decrease in CD3 expression,'2 and an eleva-
tion in CD56+ cells." 1,1 3,14 These parame-
ters were monitored in our study. In
addition, patients carefully monitored their
own symptoms for 6 weeks.

METHODS
Six patients (five women and one man)
diagnosed with chronic fatigue syndrome
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Tabk 1. CHRONIC FATIGUEAND IMMUNE DEFICIENCY SYNDROME QUESTIONNAIRE:
Minimum score is 28.

CHrITEIUA ASSIGNED POINTS PATIENT POINTS

Major
1. Persistent or relapsing d'ebilitating fatigue with

no previous s'ymptoms that does not
resolve with bed rest and is severe enough to. reduce.
average daily activity to below 50% of normal for six months' 10

2. Excl'usion, by historyi physical examination,
arid appropriate laboratory
investigation, of other medical
conditions that would account for the
symptoms and signs 10

Mainor

(a) Mild fever (37.50C-38.60C)I
(b) Interrmiittelnt sore throat

-(c) Pain'ful glands in neck or armpit1
(d) Generalized muscle weakndess

(e) Muscleawches or pains in several places 1 ____

()Fatigue for 24 hours or more after exercise

(g) Generalizecd headac'hes

()Jitpain that moves from one place to anohe

(i) One ormdorei ofthe following: dislike of light, forgetfulness, irritability,
confusion, difficulty thinking, ina-bility to concentrate, -depression
(sco're total no -more than one)

')Change in- sle'ep 'pattern (increase or decrease)1
(k) Initial symptoms developed over several hours or days

2. Physical criteria (physician evaluated)
(a) Low-grade fever (37.600 - 38.600)
(b) Nonexudiative pharyngitis
(c) Palpable, tender axillary or cervical lymph nodes

TOTAL 34. .. .
.. ....

NedJ2omdugnosticcntenaoJHolmesetalEl5 :: 0 l
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entered the study voluntarilv; bv referral
from the local Kingstoni CAFS support
group. Each of the subjects gave written
informedi consent. We obtained Queen's
University Ethics approval for in vitro stud-
ies on natural anid lymphokine-activated
killer (LAK) cells in humanls. h'l'e lherbal
remedies used are comnon in a hiolistic
practice.

Duration of the syndromne raniged from
6 to 9 years, anid the average age of patients
at entryx was 48.3 years. To support the

diaginosis, patienits received a questioninaire
derived from criteria proposed by Holmes
et al.` XVe developed this (luestioninaire by
assigning 1 0 points for major criteria and

one point for cach of the minor criteria
proposed by Holmes ct al. Point assign-
ment xwas arbitrary, and the questioninaire
has not been subjected to specificity and
sensitivity testing. Each patienit had to score

at least 28 to support the diagniosis and
cointinlue in the stuidy. All iniitial volunteers
fulfillcd this criterion (Table PIt).

Each subject was asked to record, on a

scale of 0 to 10, 18 of the minor criteria

symptoms suggested by Holmes et al,'
daily, for 3 weeks, before treatment. At the
end of this time, blood was drawnvi for the
following hematologic and immunologic
parameters: complete blood cell count, dif-
ferential, lymphocyte markers CD3, CDI16,
and CD56, NK activity against K562, and
IAK cell activity against RAJI (an Epstein-
Barr virus - positive, Burkitt's lympphoma
cell line). l,i7 The cytotoxic cell assays were

18-hour chromium-51 release assays usinlg
purified lymphocytes. Cytotoxicity was

expressed relative to well characterized
normal donor controls usinlg lytic unit val-
ues.1t In some patients, Public Health
Service Laboratories determined antibody
titers against Epstein Barr virus EA (early
antigen) and VCA (viral capsid aintigen).

The treatment phase consisted of the
self-administration of two herbal tinctures,

one amino acid, and one homeopathic
remedy, as follows: Echinaceae Herbal-
15 drops twice daily for 3 weeks,'9'2t MIinor
Bupleurum 15 drops twice daily for
3 weeks,2' Lysine Herbal- 2 capsules twice

daily for 3 weeks (Zand Herbal Products),
and Gelsemiurn 30X- 10 drops three
times daily for 1 week (Dolisos Corp,
Canada).22

Echinacea Herbal is a tincture of
Echinacea an,gustifolia in an herbal-alcohol

base, and is anecdotally reported to be

'~the most effective blood and lymphatic
cleanser in the botanic kingdom, and anl
immunie system stimulanit. 2 It is Lised
mainlylI for bacterial and viral infec-

tions.It'2" Minor Bupleurum, known as

Hare's Ear Root in Eniglish, is a tincture
of Radix bupleuri in an alcohol-herbal base,
and is used for alternating chills and fever,
dizziness, vertigo, bloating, and indiges-
tion. Lysine Herbal, the amino acid lysine
(500 mg) encapsulated in an herbal base, is
described as being antiviral in the recom-

mended dose, and has been used as a pre-

ventive for persistent oral herpes
infections.2' Gelsemium 30X is a homeo-
pathic remedy.22

At the end of the 3-week treatment

period, blood was again drawn for anialysis
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Table 2. MEAN SCORES FOR INDIVIDUAL SYMPTOMS
BEFORE AND AFTER TREATMENT.

Pretreatment Post-treatment
Means Means Pretreatment Post-treatment

SYMPTOM (N = 6) (N = 6) (ategory Category

Debilitating fatigue 5.9 6.0 Scverc SeverC

Fever 3.0 2 Mocicratc Noderate

Sore throat 3.5 3.9 MIoderate lodceratc

Painful glands 3.6 3.3 Nlocicratc Niocleratc

Muscle weakness 4.8 5.2 Miodercate Scvere

Muscle aches 5. 1 4.9 Scvere MIoderate

Postexercise fatigue 3.8 6.3 Sevecre Severc

Headaches 2.4 2.8 MIild Nlild

Joint pain 4.8 4.4 MIoderatc Modceratc

Photophobia 4.1 3.3 Mloderatc Nloderatc

Forgetfulness 4.5 4.1 MIoderatc Nlocderatc

Irritability 3.8 3.7 Mioderatc MIodicratc

Confusion 3.6 3.7 Nlodcratc Mloderatc

Difficulty thinking 4.1 3.9 Mlodcratc MIoderatc

Hard to concentrate 4.9 4.6 MNoderatc Mloderatc

Numbness or tingling 3.3 4.9 Mlodceratc Moderatc



Table3. HEMOGLOBIN, WHITE BLOOD CELL COUNT, AND DIFFERENTIAL BEFORE AND
AFTER TREATMENT.

HEMOGLOBIN WHITE BLOOD CELLS NEUTROPHILS LYMPHOCYTES MONOCYTES EOSINOPHILS BASOPHILS

CASE TIME (GIl) (I O"/L) (%) (%) (%) (%) (%)

I Pretreatment 1 36 15. 1 7'2 21 03 02 01

Post-tirc.atment 10.3 64 24 02 ()9 (I1

2 Pretreatment 15(0 5.3 48 46 02 04 0(

Post-trcitmncit 7.1 68 31 (0I 00 00

3 Pretrcatment 128 6.0 63 32 03 02 00

Post-treatmncit 6.7 64 30 01 01 01

I Pretreatmient 1 34 3.8 3233 02 03 00

Post-treatincit 5.7 56 38 0 0 1 00

5 Pretreatmne lit 138 5.9 66 29 0:3 01 01

Post-treatmenit 5.9 62 '30 06) 01 01

6 Pretreatmenit 1 2'2 .9 6(0 3'9 ( I 00 00

Post-trctmncit 8.6 49 44 07 00 0

of the same parameters, and patienits coIn-
tinued to monitor their symptoms as
before. Patienits went on takinig the reme-
dies for a further 2 months, but no further
blood samples were drawn.

TI'he symptom scores for each subject
Nvere totalled and averaged, compared for
before and after treatment, anid the results
tabulated (Table 2). W\here appropriate,
statistical analysis was performed using
Studeint's / test for paired data.
Pretreatmeint and post-treatment NK and
LAK cell activities were compared using
the WVilcoxon signed rank sums test for
nonparametric data.

RESULTS
Table 2 shows scores for the individual
minor criteria symptoms recorded by sub-
jects before and after treatment. No differ-
ences appear in the numeric scores nor in
the overall categories before and after treat-
ment. No statistical analysis was performed
on the data in Table 2 because no differ-
ences were seen in the rawv data between
pretreatment and post-treatment.

Hemoglobin, white blood cell count,
and differentials before and after treatment
are showNn in Table 3. A general trend
toward normalizationi of the total white
count appears over the treatment period.

For example, the high initial whvite couInt of
15.1 in case 1 is noriimalized to 10.3; xwhere-
as the lowvwhite count of 3.8 in case 4 is
inormalized to 5.7. Even low counits within
the normal range tended to increase ill four
cases. Hoxever, these could simply be nor-
mal variations over time.

The immunologic marker-s measured
wvere variable, did not showr any consistenit
abnormalities in the group before treat-
ment, and showved n1o consistent chainges
over the course of the study (Table 4).
Althougll it appears that CD)3+ cells were
reduced after treatmetnt in two patieints, the
differences were not significaint for the
group as a whole. Mlarkers for NK cells
were found to be variable and not signifi-
cantly different before and after treatmeint.
Activity of NK and LAK cells relative to
normal controls was lower than the normal
mnean in most patients, but was not signifi-
cantly different before and after treatment
(Table 5). The mean and standard error of
the lytic unit values for the six cases shown
in Table 5 were as follows: NK (pretreat-
ment) = 212 + 105, NK (post-treatment) =

118 ± 29; IAK (pretreatment) = 84 + 22,
[AK (post-treatmeint) = 106 ± 38. Mluch of
the variability in the data wvas attributable
to case 5. If case 3 were omitted from the
calculations, results among the different
donors wvere more consistent: NK (pretreat-
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ment) = 108 + 19, NK (post-treatment) =

97 ± 24. LAK (pretreatmeint) = 97 ± 23,
LAK (post-treatment) = 82 ± 36. However,
analysis of these data still failed to demon-
strate significant differences between the
pretreatmenit aind post-treatment groups.

DISCUSSION
The criticism that patients with this tvpe of
illness tend to exaggerate their symptoms
w\ as not borne out. Only three out of the
16 symptoms were listed as severe; most

\s,ere scored as moderate, and a fexv as

mild. TIhe symptoms listed as severe were

those most consistently reported as major
CFS symptoms: debilitating fatigue, mus-

cle aches and weakness, and postexercise

fatigue.

In this small uncontrolled case series of
six patients, the four agents used in combi-
nation did not have any apparent effect,
either on a subjective level or on an objec-
tive level using immutlologic parameters.
WVhile this is a disappointing result, several
points are worth making. In a syndrome
where the symptoms vary over time and
where there are remissions and exacerba-
tions of varying degrees, it is importanlt to

validate the effect of botanic and homeo-
pathic preparations through appropriate
scientific research. A negative result, or

confirmation of a nIull hypothesis, is signifi-
cant. Although several studies have shown
changes in the immune parameters of CFS
patients, no consistent and reliable test is

diagnostic, or even usually associated with
the disease.'tl

In this study we observed no differ-
ences in pretreatment and post-treatment

measurements, and no changes to the nor-

mal limits for the markers studied.
Although follow-up was not part of the
research design, three of the six patients
have indicated that their condition did not

change significantly over the year follow-
ing the study. We followed all the subjects
for 3 weeks because the naturopathic
physician who supplied the remedies indi-
cated before the study that change could
be expected within that time. It appears,

however, that, in our small case series of
CFS patients, the treatment had no effect.

Because diseases such as CFS do not

respond well to drugs, and because botanic
and homeopathic remedies are becoming
more acceptable and popular, it is important

that patients have the benefit of confirmnatory
research regardinig the efficacy, of the prod-

ucts that they take. XN'hen conventional med-
icinie fails patients, they, turni to alternative

Table 4. LYMPHOCYTE MARKERS (CD3, CD16, AND CD56)
BEFORE AND AFTER TREATMENT.

CASE TIME CD3 x 109/1. (DI6 x 109/1. (D56 x 109/1.

I Pretreatmlenit 1.87 0.29 0.(01

Post-treatmcit 1 .14 0.25 0.30

2 Pretrcatment 2.07 0.22 0.22

Post-treatmeint 1 .98 0. I 1 0.07

3 Preti-eatImieInt 0.86 0.12 0. 12

Post-treatmenit 0.76 0.28 0.14

4 Pretrcatmeint 0.83 0.08 0.08

Post-tr(catmIint 1.16 0.12 0.24

5 Prctrecatmenit 1.35 0.15 0.14

Post-treatmenit 0.74 0.07 0.16

6 Pretreatmenit 1.43 0.48t0.44

Post-treatmicnit 1.46 0.38 0.79

( )1 1 (. E l nal(lhn,* s l( ((/)/ ).) n a/( .( a- 0.'5 0.10.

( 7)36t . \ LA ,aa,17)'.-, m)s al lan7ge 0(. 1 0(.3.' 1 0( .

sources for relief. Because remission does
occur in CFS patients, often after prolonged
periods and quite suddenly, and because

CFS patients are often trying many alterna-
tive forms of treatment at the same time, it is
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Table 5. PRETREATMENT AND POST-TREATMENT NK (K562)
AND LAK (RAJI) ACTIVITY EXPRESSED AS CYTOTOXICITY
RELATIVE TO NORMAL DONOR CONTROLS.

POST-TREATMENT
CASE PRETREATMENT NK POST-TREATMENT NK PRETREATMENT LAK [AK

1 0.18 0.23 0.35 0.32

2 0.77 0.32 0.14 0.06

3 0.57 1.02 0.40 0.6)(

4 0.55 0.54 0.10 0.07

5 3.64 1.31 0.07 0.65

6 0.63 0.49 0.39 0.11

.\ormal relativae \i. lran,ge 0.3 7-3.12, n-'30. ieati =e 1. 00. niediani =1. 10. \ormarelalize lhI range
0.1-2. 3, n = 13, mtieani = 1.00. mtedian= 1.20.



important to verify the efficacy of botanic
and homeopathic remedies in a controlled
way. Only by doing this will we be able to
recommend appropriate remedies to our
patients. We would encourage further
research on these and other remedies that
are reported anecdotally to be efficacious.
Such research should involve a sufficiently
large number of subjects to provide reliable
data in a syndrome that is characterized by
wide variations in symptoms and laboratory
data. Subjects should be placed randomly in
placebo and treatment groups, and studies
should be further controlled by using a treat-
ment crossover format. However, in spite of
anecdotal evidence to the contrary, there is
insufficient evidence to justify a trial of this
nature to further assess the efficacy of the
herbal preparations used in this series of six
patients. U
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